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^ yi|«rflna awl If «*ntt Oontginlng SuMonct 



BACKGROUND OF THE INVENTION 



1. FIEISOFTHEINVMnON 

It»piw«it lnwi«on g.n*ally t.W« to corin».HIoni in i.ll.vln9 
th. Bymplom. ol nIcoHiw wHMiawal and ewring foi nleoBn- as coridn^l it. 
any and aU of th. myitad piocteh «w» corWn riedln^ nieh oi dgcwB... 
dgo*. .moHne tobaeco. ch«*ngteb«co. and pKxIicte that eonWn rtedln. 
15 «aeh.nteal,1hl.lnriedln.haMuat«lp««on.whoar»abrtdringliomot 

..dudns rtcolin, inldc.: and mo» partcutaV th. in«rtion »loM to 
oompotlHom that Inelido an taibal compon«* whWi fXoM«» 
rtcoHn.a9eiW..on.olwhlehmaybe onttorin,, but coiWnlHto oi no 
rtcoHn.:andwWeha»d«lgn«ltob.ab.od^tl««ghth.rmje»al1l.«iwol 

20 tlwoialeavtty. 

2. DESCMPTONOFRILAIEDART 

Uiii« 1996 drtoi the pi»vateiv» of cigarelto amoWng In the UnBod States 
25 amof« odul. w« oboi* 27% ot 56 mlllon Each year somo 30% of 



2 



86/25/2003 18:15 4157218895 FWTOS/FWiLFSON 



10 



IS 



20 



$mol»n try to qi*. b«» only oboi* 10% oie auccosiful. Tti fflcocy rot for 
formal cwsoKon progains. doflnod as akjrilnonco at ono^^or ffolbw^p. is 
b»twMn 20 and40%of ttioso onrdlod. The moattoiing fact Is tttalthe majority of 
smokers who are succossful In quitting tobacco have done so on thoir own. In 
tho past ton yoa». 47.S% of poisons altompHng to quit smoking on th«r own 
wofo succssful compaiod to 23.6% of those who used smoWng cessation 
piogramstoqMit< 

Theie hove been many theiaples and phaimacotetf c agerts used to 
assist in smoWng cessation, Nicollne delivered through gum. tiarsdermal 
patches, and nasd spioifs In declning dosagos over time have been the 
principal phaimacolo^c strdegies. 1^, a withdrawal overtime minus the tar of 
actual cigarettes. 

More recenlhr the antl-depiessanf bupropion has been leiitrodueed In o 
k>ng acllng twlce<iKiay pieporoflon for smoMng cessation. The anxiolytic 
busplrone has beensuggested foruseas anadjunct forthetredmert of nicdine 
addcHon.These preparation are cosfly. may have unde»lid:)lo side ef focts and 
reqidre prescriptions andmedcalsupenrislorv 

There have been several heriMl pieparaKoie suggested for smoMng 
eessaHon. A lobeBa^sed preparation was withdrawn because of FDA 
concerns sparked by toxteity reports from humoi use. U.S. Rated No. 4.817^, 
Issued April 4, 19d9 to Summers, describes herbal chew and snuff prodids. 
wNdi are sdd to proximate the texKire. taste, and orgcndeplte sensaHon of a 
snuff or chew composition The herbs are selected from dandeOon. papaya, 
docker sonel. sunflower, calenduki. nasturtium, maibw. chicory, corn silk, and 
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»h,pirtMi*Jrnaioreoin|»i»rtforth..nu«eoinpod« 

^ .m.*ng P»** have b^n ch«-«g gun. «- 

,^pu»o«*x».n..n.-«^»«nTh*lfc«-anPa.«*l*...^«Ml.P|«.h^ 

7. d-c-b- on onH*.c.*n. ^ te-r^ n*«Q-n 

an*«.n^. .oWon Wo .yn^. and (om«ta«ng I-*.. ^ - b- 

^i;,. U.. M«* H0.*97,m.«u^ NO"-*., 20. 

lo*x«.pol,^»-cv^.and1N.eo^^«.e«^^l«««'•♦'«"'<»^ 

lnach«winggum. «i ai 

U5. PoUrt NO. W4a244. ...u^ A«gurt 24. 19W .o '^^''^^ 
a^b.. «*. .om«Wto» to, k«d and .tow o. h«bo. n-dteoHon 

IrtotheoralcovHyofasubM- ^ ,^ . . , 

An-x-ln. a«. olh. o«c*-d.. .uch « ana«.n.. a« 
n.Ne.«n..-ndo»bd^to.*-IM.fo,nled.n. (osogortrt.) of Ncdin. 

iae«ptortlt«. 

SUMMARY OF TBE INVENTION 

««p,«ertln.«*on«on-rt.oleon^HIo«u,^ln«««<«.«««*"fl'" 
Hcc«n.l*K.^andd.^P«-who»»vo«a-hr-b^^^^^ 
o,»*«.ngrtod.n.con«npllo.lh.l»^oncon-.ho.anho* 
.«l«dp.ovldn9on.o,n»»nalual.roce«.ngnl««n.a9onrt..a.l«t 
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Of th rtleo«no agoriste belr^ onobailne In on amoirt of oH as! obwi 0.1 
(1/10"' of one petcort) woi^ peiconf of the hoib or herbal exHacf, the herb or 
herbal exliacf havhg from aboU 0 weight percent niccHne to trace levels of 
nIoollnetheielaThecomposltlonfurlher Includes canieiB (e.g. solid or BqJd) for 
the herbor herbal extiact some of wWch will facilitate dispersion and <*)scrp«on 
of these alkdolds-ctKibaslne. anataWne. etc- through the mucosal lining of the 
oral cavily and Into thedrculanon 

A prelened comUnollon of nIcoHne agorists Is andwsine and anataWne 
provided by flowers, dried leaves, stems, and/or rods, parlcutarly of the 
NtGoHana (fiaucp pkiri. or an herbal exHaot thereof. SuHable carders for oral 
mucosd dssorpllon Inclide gums or binders (paificulaily for chewing gum 
ffomulaHorB). sucking cande.. synps. oid fllmi, Irtia^wl spraifs. sub^lngual 
BqM. oral fast dissohrtng tdjWs for sub-lingual dispersion. mIcio-emuWons. 
suMngual buccal effenresceris. trors-mucosal delivery systems, loienge 
fomuila«or». and any and all delivery systems having the potedtal for ending 
in one form or anolher the oral absorplion of the active prindples. such as 

and3aslne.etc. 

DETAIIfD DESCRIPTION OF THE PREFERRED EMBODIMENT 

Broadly, compositions of tNs Invertlon are suitably f ormutated for oral mucosal 
absorplion (e.&. chewing gums, sucking candes. synps. oral films, irtia- rd 
spro^. subungual Bqiids. oral fast dssohflng tablets for subungual dsperslon. 
micn^muUons. sublngual buccal effervescerts. trars-mucosai deUr ry 
systems, loienge formutaMorB. and the Hke}. Regadless of the parlicutar f rm 
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th compMHIoBcomlit •••nHoUy fonh itialeorrpoi»r*flw«l»d ii»wlfiom 
o plart or mixluiw. ol ptaita lKwlr« a quartify o» na«u«ilV oo^ 
ogoiM* of HedSm «ieh oi qnabwln.. bu» wtth ittte or r» riodin.. Amor« fh 
pkirt. fromwMch *« hwbol eomponw* irKnr b« oWdrwd for .xarpl . 

5 tMkago iophw fomwu.. Sotanum «w«*wn»« Ante 

•1.0cm SapAoia p«*K««»pai V.rt««/m wn{»»»«'m .*«eo. 
MMfteyo fonMfrtoM Halmylon p.<*»iR HotoO*" «»««"n'«=«»^ ««' 
Afccftoia flfcHiea 8oni...p.d«t inekid* quortHlw of bofh orxiboliw oirf 
onotabln* and »ro to .mol amou* of niceflrw, •uch ai N. Oauea and H. 

10 dMmyf(wllhanabarin*pr«deinindkig). 

A partoulaiV pi--^ f*«* o"**""* "* "=<«^"^ " 
atauea(con*nonlycalM"tr*toba=ctf ).m. pkHt grow wlWy inth.w..t«n 

UrHMl Slate.. If h« b9«iit-dtelnallyu.od at on analflwlo pouBco applod 
«d«naly. Anetalr* I. th. mort piortnw* of th. ricdin. tk. alkdol* In « 
IS gtaueatoavn andelhwpailiollh.plart. 

n. hwbal compon.nf of this irwwHon win laudly b. pwvKted ^ < ' 
dMiiwd froK« plort folag. (tea»w andrt«t-). although ptat roofc may oho t.. 
U..4 .lno.fh.oono«*allon. of nahraHy oooirtng rHeoHn. agorirt. nwy vary 
in th. dftownf path of «ieh r«p*!tiv» plart. Ih. hwlxrt eonponw* may b. 

20 p»paf«Ja.d*«lplartparl..o.anyofavartrtyof.xtiact.th.irtrortvH«bal 
«dw*qro«(liaehofplartmaf«lah.«icha..fof«(aiTpto.atind^ of 
boloHoal matwtol.. which lypteolly ar. proparod by eorfcioling botcricol 
mofalal with a totm* (Brttoh ftoitel Phamacopoela. P««« B- Bra<l.y. M, 
MM Hwta) *todW».AMOda(»ori 1963: and ftffch H0M Comr»n<ilum, Prt« 
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R. Biodty. BiHoh H ibcH ktodUn* AiwdoHoix tWSJ. 1h wh»rt. tor 
•xcnpl*. can l» aqu«)u. or orgcnle, oi a combnoHon «>««)«. AoemfMM 
oigcrie leMMta IneM*. bulor. no» lmil«<l »». 9l|rc•H^ piopyl~» flhreol. 
.fta»lofoth«aleohoh. \m«wm. mrtM-n. cWoHd. or a eon*inaHon»h«wl. 

Hwbol Phamaeopctla and Comwmft/m. OHwi .jdiacfloi. methD* may b. 
u.«<l- tueho tupw-cHHeol eaiton donhto. IqJd nttiog*^ ^laeltol«flo^ wip«l 
fibndiyln9,«le 

Sine* a imoMns c»»wHon pro-am may b.gln by gia<»ial c«iaMpn ol 

niecHn. wag*. teltow.d by moi. eompW». or by comptet. cMWHon ot 

rleoHn. wag., In*«rtlv» «>iT>po.l«oi. may b. »om«ilat.d that haw ««n 

niocHn* (aWt in quortlti.. .dBrtanHaly Imi than th. nohiaHy ocewing 

ricoHiw agorirt olkdoldi. ott« in a pioaam ot dimH.Nng amoirt. «m. 
olth«.iUb*ane«,th«.tubtoie«brtnBabMib«ithi«>ughth.oialmue-o, 

ih.puip»e ol tW. brtiBlo <lmM.h or .vw ofcrtnal. th. .ynK*om. thai oeeu 
0. a i«*iit oi rtooHn. wHhdiawal. IncUdng oout. and later craving, (or rtcoWn. 
in ». myilad lorn.. Or th. torn, or .imlar program may b. provided using only 

th.nal«aliyoccuringrJeoHn.agoitrt.v»Hhc)Utth.prw««» of onyqwrtity ol 
nIeeHn.: or only tioe. amoirt, of rtcoHne that ore not wb*inHaly ae«» 
bMouo. ol th* v«y .mal eonewhoHom In th. hwbol material, being 

U.. ol he*, or hwboi wtnel. In aceordano. v»lth tH. lrr«r«on may 
provide a comptox mMui. ol lng»dl.ra Sine, an agortot rtnuWw th 
Mceplor by rtdblbing an odh. eonlmwHon. and IN. rtaHlKilten can b. 
<wMM.d in manyailww* way. dep-Klng uponth. ehortcol nahi. ol th. 
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ll««i«ndonth.rt-«*«.of1h «»*M.th comanaHonplagori* P«»^ 
.xl«d. Of tN. ln«rtioa may oel*^ o -oUHzlng «unc«on though muBpte 

virtH<dKiwal»»m|*omsandeiarfng. 

h coB^om ol tN. i™r««on. .o«.lng on anaba.ln, cortT* p« 
,.,omm«KWdo..th.«««.o.«-amo«*o.<HV*»ln.>.b^ 
™ te <*KMi 8 mg. mo» pMwably l-om d«U 0* ma to 4 m» Th*^^^ 

gum pi^. th,n a p«»n «H« b. «c-v.n8 hom 0^ to ^"^'^■^ 
mo- pcfK^y 

CompMHion of tho itw«i«on prrtBK*ly !»«• from only .mA or Hoc* 

amo«*. of Nodln. or no .iodin. <* a.. Tl»». »ho am«rt of Ncdir. 

,^n*ddo.ow.«b. from 0 wt.% to .«c Wv* (unlM. o P»<^J. 

f,m»lat*Jwm,«<ple» «no«* of Hcdlr- pMth. h.*- compon«* « «. 

<(kHorricoHn»e«K«onorr«<*ieHon). 

Wh,nfom«Woda.te««e..ch«-ngg«m.ortl»o»h*fom.*c«.^ 

an<lb.l«». It I. oo*mplated that tho h«t«l componort *« b. P«.J|- 
,„anamo««l»m-»-8mato<*x.U«0mgd,yw.ltf*.orc*«USnute^ 

™ IcMd oxhoot. such eomportMo™ wl. typfcoHy oho InoW. ad*onal 
eompon«* .uoh o. a »=ln*r. a humoctart. -nd flavodnfl afl«*. «k* «- 

ortHdo. or n<*«H«- no*", of"., -n- «» 
b.lneW«l.Dlfl««* 
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dWmnI loimuWIot. andcompoMrti .podftete* «• pio***- 

1lwtotfv.<m»xfln»)toJnoi«eitrfxxilm«rt.«»eomporiHontaineW d 

in a ch«*« gum (orniHaMon Th. tofituiWior. of el-v-ng gum a» 
cow.rtlotri.andwrtlme«ntoth8...ldWmth.<irt.For«flrrpl..ac<lrt r 

„KV b. p«*ld.d thrt mcv b. vrtm tl» l»W c«mpo«rt. 8*dbl. 

eartwi, paileulaiV In fomUaHi« eh^-na 9wn^ eoirpiw A«*ic, and 
nahialn«»r gum ah« lyptedl eomponw*. «. (.ug«. 
.oedmln. .wWol. a.pci»am«). flovortrg ogM* (•* rN*. M». •P'«-). 

coloilngag»rt«.andfh»lk* _ 

For ««mpl., th. eh««lng gum or cani« may b. eompowd. in it. 
boite fomuiki. 01 lng»dl«* tueh a. .ucw... com lynp. gum bm% colonng 
and IkwoHi* tngi^J^nh .««h « "SH (lv*og.nat.d rta«h hydwiy.*). 

•oifcllol. x»W>l. ondAH homalt eon Mpkie. .uc».. and com .ynp at dlftowr* 
„«o..A,an.xa,,pl.o.p»po.aHo,xtoaholwa»«iocW.drfdnto...t.-gurn 

mbctr oqutxtod w»h .Igma tang.rtlal bkid« «*«ng at 9-12 ipm wHh a la 
„lding «iHo,moll«.gumba..mayb.add«lat qpp«.xlmat-y 66«K:. and 
com or HSH. odd«t at mom t«np««*.« In tl» d-l^d amo«*.. and 

mlx«t urt. tuny dl.p.™.d.Wh.na lK,mog.n.oui mix I. ottdnod. « 
.oil«ol.xy»ol.o.tooi™ilmayb.add«l.allinpowd.r<om%andmlx«tui«(U«r 

di,p.i.«l DuHng tl» pmcea o» th. oddBon ol th. powdw mal«lal. tt» hwbol 

cornponart may add«l. cole.. Ilavodrg. and any OH-. lna-dl«* 
„,e«afy lor th. pailculai lomula may b. add«J. Th. gummy maw 1. th n 

aiehai8«J(»mth.gumrTte«andeon»w*Jtoth.gumfoirtng«qu»pm«*. 
Thu* loi ««iiTpl.. th. solid poilon or chrMng gum »«J « a cortw tor 
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th herbal eomponMit may Im compos d of sueios (10-60%, pratorably 
15^%), com synp (5-60%. protorably 10-30%), gum bos* (10-90%, pwterobly 
20-80%). soffaitol (10-60%. praforably 20-60%), hydiogenotod ttaich hydioly*ot 
(HSIO (S-60%. preforably 1040%). hydiolyzod proMra (1-8%. praforably 

5 l.S-3.0%), Isomatt (10-80%. pwteiaWy 16^%). xy»ol (10-80%. pwtewbly 
1S-60%X artificial tweerondn (0^-2.0%, prof»rabiy 0^-1.0%), natiial 
BWMfenen, colortng, and fiawr Ingwdionfs - to appoaranco and tatto. 
AddlHonal Ingiedlenh may include othor botorical exhacfs. gelctln. glyoaiin. 
itaich and modified staiches (1-7%. pwteroWy 1.5-6.0%). these being used for 

10 thepurposeof modlfyii^ texture and chewing properHot of the gum 01 w lias 
to enhcnce the release of nIcoHne agorists fromthe gum matiix. The texhJie and 
physical properties of the finbhed product ore affected by the And form of th 
chewli^ gum, which can aho be in sugor or sugar-free form Such a chewing 
gum formulation may also include a Iqild center in the gum. in such cas^ th 

15 herbal componenl. preferably in the form of an herbal extncf in suitable s Ivent. 
maybe incorporated into or ser^ as the Hqiid center. 

In another embodiment, the herb or herbal extiact component of this 
invention is included in sucldi^ cancf es, synps. oral films. Inha-oral spra/s. sub- 
lingual HeMds, oral fast dlssohdr^ tablets for sub-lingual dispeisioa mlcio- 

20 emulilons. sublngual buccal effonresoeiis. trars-mucosal delivery sytems, 
lozenge formulotiom. all formulated for oral odministraKon of the medication 
with toed effects and absorption in the oral cavity. Known agerts. binders, and 
thollkoas canton maybe usedin suchfomvlatiora. 

Furih r.iiqiJd preparations (yfher th cars r is a liqiid) and emulsions are 
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aleo contempW«J for the liwanKv cpmposltiors to noN oral mucoaal 

dltp^nionand absorpKon. 

IT it to b« unctewtoodthot wNI» theliwenWon has beonctescribod abovo In 
oonUnctlonwlth profcirwd spodflo ombodimort^ tho dwcripWon and oxomplos 
m irtondod to IIIUBtrato and not H mit the •copo of tho InverHon. 
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